Introduction
In the United States (U.S.), the prevalence of gestational diabetes mellitus (GDM) is increasing [1] , and was approximately 9% in the period 2007-2010 [2] , which is similar to the rates reported for other developed countries [3, 4] . With the changing prevalence of GDM, trends in prescription of glucose-lowering agents for patients with GDM have also changed. A retrospective cohort study of the nationwide population in the U.S., performed in 2000-2011, showed that glyburide replaced insulin as the most common pharmacotherapy for GDM [5] , and glyburide use increased from 7.4% to 64.5% over the past decade [5] .
Asian women have a comparable risk of GDM, despite having a relatively lower body mass index (BMI), compared to other ethnic groups [6, 7] . A community-based survey performed in the U.S. reported that the prevalence of GDM in Asian women was twice that of non-Hispanic white women [8] . In Asian populations, an increasing trend in GDM prevalence has been reported in Korea [9] and China [10] ; however, the evidence is limited.
A history of GDM increases the subsequent risk of metabolic syndrome [11, 12] , type 2 diabetes (T2D) [13] , and subclinical atherosclerosis [14] , even in young women. Therefore, proper screening and medical care for GDM in women during the childbearing years is likely to be important for public health. To support such an initiative, epidemiologic data regarding GDM should be collected and evaluated, including information about the management of patients with GDM.
The National Health Insurance (NHI) program in Korea provides universal health coverage, and the Health Insurance Review and Assessment (HIRA) service receives the claims of 97% of the population in Korea: in 2010, the number of beneficiaries from HIRA service was 48,906,795 among 50,515,666 the entire population of Korea [15] . The remaining 3% of the population are covered by the Medical Aid Program [15] . Accordingly, the HIRA database contains information on almost all of the insurance claims for approximately 51 million people living in Korea, including prescribed medications and procedures [16] .
The present study aimed to determine the prevalence of GDM and use of medications during pregnancy for patients with GDM in South Korea, using data from the NHI claims database for 2007-2011. The Korean national guidelines during that period recommended all pregnant women to perform GDM screening at 24-28 weeks, regardless of underlying GDM risk [17] ; therefore, the data on GDM prevalence calculated by using the claim data in Korea might be reliable for estimating the actual prevalence of GDM. We also compared the prevalence of comorbidities such as hypertension, polycystic ovary syndrome (PCOS), and prediabetes during pregnancy or prior to conception.
Materials and Methods
We analyzed data from the HIRA database, which provides the following de-identified information on all insurance claims [16] : demographics, all medical services provided including the International Statistical Classification of Diseases and Related Health Problems, 10th edition (ICD-10) diagnostic code, and all medications dispensed. Values in key fields including drug name(s), quantity, date dispensed, and duration of prescriptions are missing or out of range in <0.5% of the records. This database has also been used in previous studies [18] [19] [20] [21] . The study was approved by the Institutional Review Board of the Korean National Evidence-based Health Care Collaborating Agency.
We identified pregnant women with delivery between 2009 and 2011 using the codes from the Healthcare Common Procedure Coding System provided by the HIRA service (S1 Table) . A pregnancy period was defined as 40 weeks before the date of delivery. Patients with GDM were identified based on the following criteria: (1) delivered a baby between 2009 and 2011, (2) had at least one claim under ICD-10 code O244 during a pregnancy period, and (3) did not have a claim for diabetes mellitus (ICD-10 codes E10-14) before pregnancy [22] . To exclude those with pre-existing diabetes before the study period, we excluded women who were diagnosed with any type of diabetes mellitus (E10-14) from January 1, 2007 until pregnancy. In the patients with GDM, glucose-lowering agents during the pregnancy period were identified. Claims for anti-hypertensive medications and any claims for glucose intolerance (ICD-10 code R730) or PCOS (ICD-10 code E282) during the 48 weeks before pregnancy were also analyzed. Pregnancy-induced hypertension (PIH) was identified using ICD-10 code O11-O15 during the pregnancy period.
Age-specific annual prevalence rates of GDM from 2009-2011 were calculated by dividing the number of patients with GDM by the entire sample of women with delivery during that period. A Poisson distribution was assumed to calculate 95% confidence intervals (CIs) for the prevalence rate of GDM, and Poisson regression was used to analyze the age-adjusted annual trends in prevalence rate. In addition, we compared the prevalence of hypertension, PCOS, and prediabetes prior to pregnancy using logistic regression analysis adjusted for age. All data were analyzed using SAS software version 9.3 (SAS Institute, Inc., Cary, NC, USA), and P < 0.05 was considered statistically significant.
Results
The (Table 1) . After age-standardization of the data using the age structure of women with deliveries in 2010, the prevalence of GDM was similar: 5.8%, 7.8% and 9.5% in 2009, 2010, and 2011, respectively (S2 Table) . Even in young women aged <30 years, GDM was detected in 5.2% during the entire study period (26,518 cases with GDM out of 511,652 deliveries). The prevalence of GDM was highest in women aged 40-44 years, at 10.6% in 2009-2011. When adjusted for age, the annual prevalence significantly increased from 2009 to 2011 (P < 0.001), and this trend of increasing GDM prevalence was identified in all age groups, except those aged <20 years (Table 1) . Although no statistical significance was found in women aged <20 years, they also showed an increasing trend of the annual prevalence of GDM: 0.8% in 2009, 1.4% in 2010, and 1.8% in 2011.
In the 48 weeks before the present pregnancy period, prediabetes and PCOS were detected in 3.0% and 1.7%, respectively, of the entire GDM sample. In addition, 8.1% of the patients with GDM were administered anti-hypertensive medications during the 48 weeks before the current pregnancy. The prevalence of prediabetes, PCOS, and prescription of anti-hypertensive medications before pregnancy in patients with GDM were significantly higher compared to cases without GDM even after adjustment for age ( Table 2 ). PIH during the current pregnancy period was also more frequently found in subjects with GDM compared to controls (OR = 3.561 [95% CI, 3.109-4.077]).
Regarding glucose control during pregnancy, >95% of the patients with GDM were managed using medical nutritional therapy, without any glucose-lowering medication. Among the glucose-lowering agents prescribed for patients with GDM during pregnancy, insulin was prescribed the most often, for >98% of the patients with GDM on medication: 98.3% in 2009, 98.4% in 2010, and 98.4% in 2011 (Table 3) . Metformin was prescribed for 0.4-0.7% of the entire sample of patients with GDM. Glyburide is not available in Korea; other sulfonylurea was prescribed for 0.1-0.2% of the entire sample of patients with GDM during the study period (Table 3) . [23] . Recent population-based study from a city in China showed that the prevalence of GDM was 8.1% in 2010-2012, which is 3.5% increase compared to that in 1999 [24] . However, there have been a very limited number of studies on the prevalence of GDM in the other Asian countries in recent years. Asian women have a relative high risk of GDM compared to Caucasians [6] [7] [8] . A community-based survey performed in the U.S. reported that the prevalence of GDM in Asian women was twice that of non-Hispanic white women [8] , which reflects the importance of genetic factors in GDM, even after controlling for environmental factors. A genome-wide association analysis performed in Korean women showed that the genetic risk for GDM is associated with pancreatic β-cell function rather than insulin resistance [25] . The fact that the prevalence of obesity is lower in Korean women with GDM than in other populations [7] , despite the known significant association between obesity and GDM [7, 26] , also supports the relative importance of β-cell function in the Asian population for developing GDM.
Interestingly, despite a relatively short study period, we found that the prevalence of GDM significantly increased from 5.7% in 2009 to 9.5% in 2011, which is similar to the reports in the U.S. [2] and China [10, 24] . This increase in prevalence over a period of only a few years might be explained by recent changes in Korean statistics. For example, the maternal age is rapidly increasing, from an average age at first delivery of 29. [27] . Maternal age is one of the most important risk factors for GDM [1, 8] . In the present study, the prevalence of GDM increased with maternal age until 44 years of age, with a prevalence of 12% in 2011 in women aged 35-44 years, which was approximately twice that in women aged <40 years in the same year. Furthermore, as in the U. S. population [28] , the number of plural pregnancies is also increasing in Korea: 12,062 in 2009, 12,841 in 2010, and 13,852 in 2011 [27] . Considering the association between the risk of GDM and increased placental mass and high human placental lactogen levels in pregnancy [29] , it is possible that plural pregnancy is a risk factor for GDM. However, the age-stratified analysis showed an increasing prevalence of GDM in Korea, even in young women aged 20-29 years, which is in contrast to the trend in the incidence of T2D in Korean women of the same age [20] . We recently reported a decreasing rate of incidence of diabetes mellitus from 2009-2011 in women aged 20-29 years using claim data: 1.0, 0.9, and 0.8 per 1,000 person-year in 2009, 2010, and 2011, respectively (P for trends <0.001) [20] , which corresponded with the nationwide health survey in Korea [30] and in Japan [31] . Furthermore, BMI and waist circumference in young Korean women have significantly decreased during the 2000s [30] . Considering that GDM shares the risk factors with diabetes mellitus and obesity [7, 26] , the increasing trends in the prevalence of GDM in our study should be interpreted with caution. Diagnostic criteria might influence the prevalence of disease in claim data. In Korea, a pregnant women are recommended to undergo GDM screening and diagnosis with a two-step approach using Carpenter-Coustan criteria or National Diabetes Data group (NDDG) criteria. In 2011, the Korean Diabetes Association (KDA) [32] adopted additionally a one-step approach according to the International Association of the Diabetes and Pregnancy Study Groups (IADPSG) criteria, which might explain the increasing prevalence of GDM, in part, as shown in other populations [33] . However, American College of Obstetricians and Gynecologists (ACOG) [34] recommends a two-step approach using Carpenter-Coustan criteria or NDDG criteria because there are no sufficient data on the superiority of IADPSG criteria as a GDM screening tool compared to a two-step approach, and only GDM screening via two-step approach can be covered by NHI in Korea; most obstetricians in primary care in Korea performed a two-step approach using Carpenter-Coustan criteria or NDDG criteria during the study period (between 2009 and 2011).
Regarding the use of anti-diabetic medication during pregnancy, the prescription rate and the most prevalent anti-diabetic medication in Korea are quite different from the U.S. First, this study showed that less than 5% of women with GDM took medication during pregnancy, which was lower compared to 8.1% from the claim data of the U.S. [5] . Second, more than 98% of the Korean patients with GDM in the present study were administered insulin, while glyburide has replaced insulin as the most common pharmacotherapy for GDM in the U.S. [5] . A body of evidence have shown that oral anti-diabetic medications including glyburide and metformin have the comparable efficacy to lower serum glucose level and no associated with the increases in the maternal and neonatal adverse outcomes, compared to insulin [35, 36] . However, recent studies such as the meta-analysis from randomized control studies [37] , and retrospective cohort study from a nationwide U.S. insurance claims from 110, 879 women with GDM [38] showed that, the risks of neonatal hypoglycemia, high fetal birth weight, and macrosomia were higher in women with glyburide compared to insulin, although glyburide is as effective as insulin [37, 38] . In respect to other oral anti-diabetic agents, metformin showed a comparable maternal glycemic control and safety in neonatal hypoglycemia [36, 39] . Although preterm birth rate was significantly higher in metformin compared to insulin, metformin showed better maternal outcomes in terms of weight gain and pregnancy induced hypertension than insulin and better outcomes compared to glyburide in maternal weight gain and lower rates of macrosomia [39] ; and it is notable that in women with PCOS, metformin treatment decreased the rate of preterm birth [40] . Glyburide and metformin are currently classified as Category C and B by the U.S. Food and Drug Administration (FDA) for use in pregnancy, respectively [36] ; most practitioners in Korea are also reluctant to prescribe oral anti-diabetic agents, which might result in that almost pregnant women with GDM requiring anti-diabetic medications have been treated with insulin in Korea. However, considering that oral agents are less expensive, easier to administer, and demonstrate improved patient compliance as compared to insulin, oral anti-diabetic medication during pregnancy could be used for selected patients with GDM. To determine which patients would be appropriate candidates, selection criteria should be developed based on additional epidemiological data for Korean women.
As in a previous report [26] , there was a relatively high prevalence of hypertension during the pre-pregnancy period in patients with GDM, as indicated by the use of anti-hypertensive medications in 8.1% of patients with GDM during the 48 weeks before pregnancy; this is significantly higher than the 6.6% in patients without GDM. The results of the present study support the careful evaluation of glucose tolerance status, even at the initial prenatal visit, in women with hypertension as suggested by the American Diabetes Association guideline [41] . The prevalence of PCOS and prediabetes in patients with GDM in our study were 1.68% and 3.04%, respectively, and were also significantly higher than those in women without GDM; however, these prevalence rates were considerably lower than those reported by previous epidemiological studies in Korea [42, 43] , which might be due to the limitation of claims data.
We estimated the current prevalence of GDM in Korean women using data from nationwide health insurance claims in the HIRA database. Considering there is a very limited number of studies on the prevalence of GDM in Asian countries in recent years, especially in Korea, this extensive investigation of epidemiological data from a nationwide claims database might be helpful for planning national public health strategies. However, the study has certain limitations. First, the diagnosis of GDM was based on claims data, and discrepancies between the claims data and a true diagnosis could exist. We did not access the oral glucose tolerance test (OGTT) data of pregnancy women. Furthermore, as we could not identify maternal glycemic control level from claim data, the effectiveness of each glucose-lowering modality could not be evaluated. Although women with GDM taking glucose-lowering medications in Korea were no more than half of those in U.S., the present study could not assess the attainment of glucose control target in Korean women with GDM without medication. In addition, considering that the prevalence of PCOS and prediabetes in GDM women in the present study was lower than those reported by previous epidemiological studies in Korea, claims data also provide limited information on co-morbid conditions. Second, the proportion of the pregnant population who undergoes GDM screening can influence the prevalence of GDM in a claims-based study. We did not assess the rate of GDM screening in all of the delivery cases. However, Korean national guidelines recommended all pregnant women to perform GDM screening regardless of underlying GDM risk. Furthermore, because of NHI coverage, almost all of the pregnant Korean women undergo GDM screening during pregnancy. Third, we have no exact statistics on the method of GDM screening during the study period; the use of IADPSG criteria in the diagnosis of GDM is reported to be associated with an increased incidence of GDM [33] . However, as most obstetricians in primary care in Korea performed a two-step approach following ACOG guidelines and NHI coverage qualification, the change in the GDM screening and diagnosis method was not likely to have an influence on the prevalence of GDM over the study period. Lastly, a 3-year follow-up is relatively short to evaluate trends in the prevalence of GDM. However, we extensively reviewed at least 64 weeks of prior claims data to exclude pre-existing diabetes mellitus in the calculation of GDM prevalence, which could result in reasonable prevalence rates of GDM in Korea.
In conclusion, the prevalence of GDM in Korean women recently reached 5.7-9.5%, which is now comparable to that of developed countries. This extensive investigation of epidemiological data from a nationwide claims database will likely be invaluable for planning national public health strategies.
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